This patient presented in infancy with a multisystem disorder characterized by chronic articular and cutaneous manifestations, together with certain dysmorphic features. Whilst many ofthe findings are consistent with the chronic infantile neurological cutaneous and articular (CINCA) syndrome, recently recognized as a specific entity', some are unique.
rash and joint swelling. He had an unusual erythematous maculopapular rash affecting the cheeks, forehead and extensor limb surfaces, which was first noted at 9 days of age. His weight fell from the 50th centile at 7 months to below the 3rd centile by 15 months. He lost his ability to weight bear at 7 months because of joint pain and subsequently, increasing symmetrical joint swelling became apparent.
His parents and sibling were all well. There was no family history of joint or skin disease.
On examination he was a thin, pale, apyrexial child, with dysmorphic features including coarse facies, a flat nasal bridge, frontal bossing, and a flat occiput. A patent anterior fontanelle was noted and his head circumference was on the 50th centile. He had bilateral episcleritis, a butterfly ras14 and discrete raised erythematous scaly lesions on extensor surfaces, confluent in the most severely affected areas. There was wasting ofthe quadriceps and small muscles ofthe hand. His fingers were spindle-shaped; his knees, elbows, metacarpophalangeal and proximal interphalangeal joints were swollen and tender with associated fixed flexion deformities at the knees and elbows.
Laboratory investigations demonstrated; hypochromic anaemiahaemoglobin: 8.9 g/dl, leucocytosistotal white cell count: 13.5x109/1, and a consistently raised erythrocyte sedimentation rate of40-50 mm/h. Microsomal antithyroid autoantibodies were positive, there was no evidence of complement deficiency, polymorph uptake of opsonized yeast was defective and there was an IgA hypergammagiobulinaemia. Most other investigations including karyotype, plasma urea and electrolytes, liver function tests, creatinine kinase, zinc, syphilis serology, rheumatoid factor, antinuclear factor, antinuclear antibodies, -extractable nuclear antigens, anti-Ro and anti-La antibodies, and in vitro lymphocyte studies were normal or negative. Dramatic changes were apparent in sequential radiographs of the hands with generalized osteopenia, marked periostal elevation, and extensive erosion around the distal phalanges and metacarpals ( Figure 1 ); radiographs of long bones demonstrated abnormal modelling with metaphyseal flaring. Skin histology showed a heavy band-like upper dermal infiltrate consisting predominantly omononuclear cells with deeper perivascular and periadnexal extension. 
Discussion
There are similarities between this patient and two siblings, originally described with arthropathy, rash, uveitis and mental retardation2, now recognized as cases of the CINCA syndrome1. Table 1 compares the feature of the CINCA syndrome with those described in this case.
The CINCA syndrome differs firm systemic onset juvenile chronic arthritis in a number of ways 3, particularly the very early onset, nature of the rash, pattern of joint involvement, high incidence of neurological impairment and certain typical facial features. The findings ofshort stature, delayed fontanelle closure, frontal bossing and abroad nasal ridge in our patient, are among the common morphological features described in the CINCA sydome'4. The onset of a persistent rash in the neonatal period is typical6t7, however its non-migratory nature and histology are not. A progressive symmetrical arthropathy most severely affecting the knees, with associated contractures, as described in thiscase, is compatible with the diagnosis. The radiological findings in the reported cases are distinctive and include epiphyseal abnormalities, periostal elevation along the shafts oflong bones and early patellar osification; small peripheral joints are spared"8. In contrast, the pattern of X-ray manifestations in our case was of a progressive eroive arthropathy mimally affecting the hands. Similar changes have been described in the Winchester-Grossman syndrome9"0, however the skin biopsy findings and negative 0141-0768/89/ 040223-03/$02.00/0 ©1989 The Royal Society of Medicine normal, but his progress is being followed closely.
He was started on prednisolone 20 mg and 2.5 mg on alternate days and received regular physiotherapy. Continued use of corticosteroids has produced some improvement in his skin lesio s andjoint swelling, however the dosage quired to complete1y supprees the inflmmatory process is unacceptable because of the problems assocated with long-term therapy.
Thus the early onset, chronic rash, episcleritis, morphological characteristics and articular manifestations in this case are consistent with the CINCA syndrome. However, certain discrepancies have been highlighted, notably the absence ofneurological impairment, pattern ofradiological abnormalities and the unusual skin histology. These observations, together with the unexplained findings of an IgA hypergammaglobulinemia, positive antithyroid autoantibodies and defective polymorph uptake of opsonized yeast, suggest that this, although similar to the CINCA syndrome, is a unique entity. The Shy-Drager syndrome is a rare neurological disorder of multiple system atrophy originally described to consist of progressive generalized autonomic failure and extrapyramidal and/or cerebellar dysfunction'. However, it is not sufficiently appreciated that other features including vocal cord paralysis2, speech3-5, sleep6 and psychiatric changes7'8 have more recently, but separately, been described. We report a patient who demonstrated some of the clinical diversity and diagnostic pitfalls that can occur.
Case report A 54-year-old male Chinese farmer was admitted to a medical ward after 3 months of severe postural dizziness and recurrent syncope. There was a history of the progressive development of impotence and loss of libido for 5 years, urinary incontinence, incomplete emptying of the bladder, severe 'snoring', fatiguability, diarrhoea followed by constipation for 2 years, lack ofsweating in hot weather and change of voice for 2 months. Examination showed a severe postural drop in blood pressure (supine 150/95 to standing 70/50) associated with no compensatory rise in pulse rate. Right facial hypohidrosis, reduced anal tone, mild dysarthria and a noisy stridor during sleep were detected. Extrapyramidal features were absent.
A provisional diagnosis of generalized autonomic neuropathy was made and led to extensive investigations in search for an underlying cause. However, the complete blood picture, erytbrocyte sedimentation rate, renal and liver function tests, blood tests for venereal disease, follicle stimulating hormone, luteinizing hormone (for his impotence), prostatic acid phosphatase (for 'prostatic hypertrophy' according to a surgical opinion), cardiac enzymes, serum protein electrophoresis and rectal biopsy (for amyloidosis) all turned out to be normal. As regards the stridor, flexible laryngoscopy revealed bilateral abductor paralysis of the vocal cords so that barium swallow and computed tomography scan of mediastinum and of the brain were performed but were normal. The patient was finally diagnosed as 'idiopathic autonomic neuropathy' with the vocal cord paralysis being 'difficult to account for'. Treatment with oral fludrocortisone (0.2 mg daily) and psure garment only gave slight relieffrom the progressively severe dizziness. Two months later, the patient was referred to our sleep disorders clinic for assessment of oxygen desaturation during sleep and of the possibility of sleep apnoea. At this point he complained of one month's history of right-sided clumsiness. Examination showed that besides dysarthria, he had right-sided cerebellar dysfunction in the form of dysmetria, dysdiadochokinesia and a persistent tendency to fall towards the right side on heel-toe walking. Parkinsonism features were completely absent. The standing diastolic blood pressure was unrecordable. Psychiatrically, he had mild depressive feelings over the relentless disease but this did not amount to a clinical depressive disorder. His cognitive functions were satisfactory.
Nocturnal polysomnogram showed reductions in total sleep time (5% h), slow wave (5.2%) and rapid eye movement (8.2%) sleep. The oxygen saturation was between 70 and 80% and the respiratory rate reached a maximum of 50/min. But apnoeic or hypopnoeic episodes were entirely absent. The physical and psychological complicationis of a tracheostomy again deterred him from the operation. He died suddenly during sleep in the early morning (about 0500 h) of the next day. His relatives refused a postmortem.
This patient evidently had overinvestigations and a delay in diagnosis. His symptom complex of autonomic dysfunction was not an atypical one9, but his cerebellar signs arose much later, in contrast to most reported Shy-Drager patients who had parkinsonism in varying degrees as the major feature2'3. Selective vulnerability in multiple system atrophy undoubtedly occurs but its basis remains unclear.
Though unrecognized in this patient, abductor paralysis of the vocal cords is now an established feature of the syndrome2. Varying in degree, it is usually bilateral and can precede the appearance of both autonomic and extrapyramidal dysfunction10.
Speech changes were reported to occur in over half of the patients3 and could aid in the clinical differentiation between patients with pure autonomic dysfunction and those with central neurological involvement as well4. These were apparently not taken note of in this case. Sleep apnoea was described to be not uncommon in Shy-Drager patients26. Its absence despite the obvious airway obstruction in this as well as 9 out of 11 patients with vocal cord paralysis2 indicated the probably important role of disorganization of central respiratory control in the aetiology of apnoeic episodes11. The reductions in total sleep time, slow wave and rapid eye movement sleep in this patient had been similarly reported before but their specificity and significance remain unclear. 0141-0768/89/ 040225-02/$02.00/0 X1989 The Royal Society of Medicine
